Physicochemical characterization and transformation of the cytosolic glucocorticoid receptor from rabbit liver.
Characterization of the glucocorticoid receptor from rabbit liver cytosol was studied in vitro. Binding of [3H]-dexamethasone showed a high affinity (KD = 2.4 . 10(-9)M) and a concentration of binding sites of 0.3 . 10(-12) mol/mg proteins. Association and dissociation rate constants for [3H]-dexamethasone were respectively 1.6 . 10(5)M-1 . min-1 and 2.5 . 10(-4) min-1. Competition experiments showed that dexamethasone and triamcinolone acetonide were the most effective competitors while progesterone and aldosterone competed very poorly. The stabilities of bound and unbound forms were investigated with and without molybdate and other oxyanions. Calibrated gel filtration gave a stokes radius of 5.6 nm and an apparent mol. wt of 280,000. The untransformed complex sedimented at 9 s in 5-20% sucrose density gradients and the transformed species sedimented near 4 s. The behaviour of the three forms of receptor, untransformed, transformed and molybdate-stabilized was studied on ionic exchangers. Transformation of the [3H]-dexamethasone--receptor complex was shown to occur both with high ionic strength and elevated temperature. The transformation step was almost completely inhibited by tungstate and molybdate while vanadate revealed a very slight inhibitory effect.